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ABSTRACTED- PUB-NO: US20020076789A 
BASIC-ABSTRACT: 



NOVELTY - Selecting (M) compounds that inhibit herpes viruses involves measuring 
IC50 of compound of interest (CI) that inhibits wild-type herpes virus (I) and 
domain mutant herpes virus (II) which is the same strain as (I), comparing IC50 of 
CI inhibiting (I) with IC50 of CI inhibiting (II) and selecting CI, where IC50 of 
CI that inhibits (II) is at least 3 times greater than IC50 of CI that inhibits 
(I). 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 

(1) a compound (III) for inhibiting herpes virus DNA polymerases, where passage of 
a wild type herpes virus in the presence of the compound results in a change of 
wild type herpes simplex virus type 1 (HSV-1) polymerases at amino acid 823 from 
valine to alanine, or of human cytomegalovirus (HCMV) polymerases at amino acid 823 
from valine to alanine and at amino acid 824 from valine to leucine; 



(2) a mutant herpes virus DNA molecule (IV) having a nucleotide sequence comprising 
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3717, 3723, 3708, or 3729 base pairs fully defined in the specification; and 

(3) a mutant herpes virus polymerase amino acid molecule (V) having a sequence 
comprising 1238, 1240, 1235, or 1242 amino acids fully defined in the 
specification. 

ACTIVITY - Antiviral. 

MECHANISM OF ACTION - Inhibitor of herpes virus (claimed) . 

Antiviral activity of nucleoside and non-nucleoside polymerase inhibitors against 

4-oxo-dihydroquinoline (4-oxo-DHQ) resistant mutants was tested: In order to 
determine if the 4-hydroxyquinoline (4-HQ) binding domain mutations altered the 
sensitivity of the herpes simplex virus type-1 (HSV-1), HSV-2 and human 
cytomegalovirus (HCMV) mutants to both non-nucleoside (4-oxo-DHQ ' s) and nucleoside 
inhibitors (e.g.. Acyclovir and ganciclovir) several of the mutants were tested in 
plaque reduction assays against a series of non-nucleoside compounds including 
Foscarnet (PFA), 4--HQ*s 4-oxo-DHQ's and 4-oxo-dihydrothienopyridine . (4-oxo-DHTP) . 
The mutants were also tested against series of nucleoside inhibitors including 
Acyclovir and ganciclovir. The activity of these compounds against the mutant was 
compared to their activity against the wild type strains that were used to isolate 
the HSV and HCMV mutants. When tested against a number of 4-HQ's, 4-oxo-DHQ*s and 
4-oxo-DHTP 's and other related classes of compounds all of the drugs were found to 
inhibit the wild-type virus with IC50 values ranging from less than 0.1-30 micro M. 
When these drugs were tested against the resistant viruses they were found to have 
IC50 values 5-10 fold higher then the parent virus. 

USE - (M) is useful for selecting compounds that inhibit herpies viruses. (Ill) is 
useful for manufacture of medicinals for selectively treating diseases caused by 
herpes viruses such as herpes viral infection, or for selectively inhibiting herpes 
viruses, in a human host by administering a compound to a human in need of such 
treatment, where (III) inhibits herpes viruses by interaction with the binding 
domain in the viral DNA polymerase, and IC50 of (III) that inhibits a binding 
domain mutant herpes virus is at least 3 times, preferably 5 times greater than 
IC50 of the compound that inhibits the wild-type herpes virus which is the same 
strain as the mutant herpes virus (all claimed) . 



ABSTRACTED- PUB-NO : 

WO 200206513A 
EQUIVALENT-ABSTRACTS : 

NOVELTY - Selecting (M) compounds that inhibit herpes viruses involves measuring 
IC50 of compound of interest (CI) that inhibits wild-type herpes virus (I) and 
domain mutant herpes virus (II) which is the same strain as (I), comparing IC50 of 
CI inhibiting (I) with IC50 of CI inhibiting (II) and selecting CI, where IC50 of 
CI that inhibits (II) is at least 3 times greater than IC50 of CI that inhibits 
(I) . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 

(1) a compound (III) for inhibiting herpes virus DNA polymerases, where passage of 
a wild type herpes virus in the presence of the compound results in a change of 
wild type herpes simplex virus type 1 (HSV-1) polymerases at amino acid 823 from 
valine to alanine, or of human cytomegalovirus (HCMV) polymerases at amino acid 823 
from valine to alanine and at amino acid 824 from valine to leucine; 

(2) a mutant herpes virus DNA molecule (IV) having a nucleotide sequence coitprising 
3717, 3723, 3708, or 3729 base pairs fully defined in the specification; and 



http://westb^s:9000^in/gate.exe?f^doc&state=li7jml.5J&ESNAME=CLM&p_^ 8/4/05 



Record Display Form 



Pages of 4 



(3) a mutant herpes virus polymerase amino acid molecule (V) having a sequence 
comprising 1238, 1240, 1235, or 1242 amino acids fully defined in the 
specification. 

ACTIVITY - Antiviral. 

MECHANISM OF ACTION - Inhibitor of herpes virus (claimed) . 

Antiviral activity of nucleoside and non-nucleoside polymerase inhibitors against 
4-oxo-dihydroquinoline (4-oxo-DHQ) resistant mutants was tested: In order to 
determine if the 4-hydroxyquinoline (4-HQ) binding domain mutations altered the 
sensitivity of the herpes simplex virus type-1 (HSV-1), HSV-2 and human 
cytomegalovirus (HCMV) mutants to both non-nucleoside {4-oxo-DHQ' s) and nucleoside 
inhibitors (e.g.. Acyclovir and ganciclovir) several of the mutants were tested in 
plaque reduction assays against a series of non-nucleoside compounds including 
Foscarnet (PFA), 4-HQ's 4-oxo-DHQ's and 4-oxo-dihydrothienopyridine (4-oxo-DHTP) . 
The mutants were also tested against series of nucleoside inhibitors including 
Acyclovir and ganciclovir. The activity of these compounds against the mutant was 
compared to their activity against the wild type strains that were used to isolate 
the HSV and HCMV mutants. When tested against a number of 4-HQ*s, 4-oxo-DHQ 's and 
4-oxo-DHTP 's and other related classes of compounds all of the drugs were found to 
inhibit the wild-type virus with IC50 values ranging from less than 0.1-30 micro M. 
When these drugs were tested against the resistant viruses they were found to have 
IC50 values 5-10 fold higher then the parent virus. 

USE - (M) is useful for selecting compounds that inhibit herpes viruses. (Ill) is 
useful for manufacture of medicinals for selectively treating diseases caused by 
herpes viruses such as herpes viral infection, or for selectively inhibiting herpes 
viruses, in a human host by administering a compound to a human in need of such 
treatment, where (III) inhibits herpes viruses by interaction with the binding 
domain in the viral DNA polymerase, and IC50 of (III) that inhibits a binding 
domain mutant herpes virus is at least 3 times, preferably 5 times greater than 
IC50 of the compound that inhibits the wild-type herpes virus which is the same 
strain as the mutant herpes virus (all claimed) . 



ABSTRACTED- PUB-NO: US20020076789A 

EQUIVALENT-ABSTRACTS: NOVELTY - Selecting (M) compounds that inhibit herpes viruses 
involves measuring IC50 of compound of interest (CI) that inhibits wild-type herpes 
virus (I) and domain mutant herpes virus (II) which is the same strain as (I), 
comparing IC50 of CI inhibiting (I) with IC50 of CI inhibiting (II) and selecting 
CI, where IC50 of CI that inhibits (II) is at least 3 times greater than IC50 of CI 
that inhibits (I). DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: (1) a compound (III) for inhibiting herpes virus DNA polymerases, 
where passage of a wild type herpes virus in the presence of the compound results 
in a change of wild type herpes simplex virus type 1 (HSV-1) polymerases at amino 
acid 823 from valine to alanine, or of human cytomegalovirus (HCMV) polymerases at 
amino acid 823 from valine to alanine and at amino acid 824 from valine to leucine; 
(2) a mutant herpes virus DNA molecule (IV) having a nucleotide sequence comprising 
3717, 3723, 3708, or 3729 base pairs fully defined in the specification; and (3) a 
mutant herpes virus polymerase amino acid molecule (V) having a sequence comprising 
1238, 1240, 1235, or 1242 amino acids fully defined in the specification. ACTIVITY 
- Antiviral. MECHANISM OF ACTION - Inhibitor of herpes virus (claimed) . Antiviral 
activity of nucleoside and non-nucleoside polymerase inhibitors against 4-oxo- 
dihydroquinoline (4~oxo-DHQ) resistant mutants was tested: In order to determine if 
the 4-hydroxyquinoline (4-HQ) binding domain mutations altered the sensitivity of 
the herpes simplex virus type-1 (HSV-1), HSV-2 and human cytomegalovirus (HCMV) 
mutants to both non-nucleoside {4-oxo-DHQ' s) and nucleoside inhibitors (e.g.. 
Acyclovir and ganciclovir) several of the mutants were tested in plaque reduction 
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assays against a series of non-nucleoside compounds including Foscarnet (PFA) , 4- 
HQ*s 4-oxo-DHQ's and 4-oxo-dihydrothienopyridine (4-oxo-DHTP) . The mutants were 
also tested against series of nucleoside- inhibitors including Acyclovir and 
ganciclovir. The activity of these compounds against the mutant was compared to 
their activity against the wild type strains that were used to isolate the HSV and 
HCMV mutants. When tested against a number of 4-HQ's, 4-oxo-DHQ*s and 4-oxo-DHTP*s 
and other related classes of compounds all of the drugs were found to inhibit the 
wild-type virus with IC50 values ranging from less than 0.1-30 micro M. When these 
drugs were tested against the resistant viruses they were found to have IC50 values 
5-10 fold higher then the parent virus. USE - (M) is useful for selecting compounds 
that inhibit herpes viruses. (Ill) is useful for manufacture of medicinals for 
selectively treating diseases caused by herpes viruses such as herpes viral ' 
infection, or for selectively inhibiting herpes viruses, in a human host by 
administering a compound to a human in need of such treatment, where (III) inhibits 
herpes viruses by interaction with the binding domain in the viral DNA polymerase, 
and IC50 of (III) that inhibits a binding domain mutant herpes virus is at least 3 
times, preferably 5 times greater than IC50 of the compound that inhibits the wild- 
type herpes virus which is the same strain as the mutant herpes virus (all 
claimed) . WO 200206513A 
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